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Abstract 



I he present invention is to proviae the novel cancer metastasis suppressor having the low toxicity making the ambulatory treatment 
possible after operation it is injected through the Cinnabaris to patient in oral in other words it is made of the active ingredient of the 
ursolic acid or their salt. 



Description 
•Background Art 

I he present invention relates to the cancer metastasis suppressor shovi/ing the reduced side effect. 

One of most big difficulty which is faced in the surgical treatment of tumor are recurrence after operation. It is many. In that case, the 
metastasis of cancer is the first reason of that recurrence. With forming the lesion which the arm of the second transfers to the 
separation of the tumor cell of the first lesion, and the breeding at the site falling down of the penetration to the surrounding tissue and 
body the metastasis of cancer is made of the complicated reaction. 

After the tumot cell beirq separated fioin the iirst lebion i' is a, - 'leifeics with thr r xtia...elluiai niainx 

consistinc if tlu vaiioos coliagcn o<i&'inu tlK> glvcopictoin like - a rjrolhooolycan c tt to l)f ]'(<'( Oiff -cd In 

the meantime, by the tumor cell completely using protease and tne vanous olucosidase secreting with they oneseir or the interstitial 
cell, the tjxtracellular matrix structure is cut and the glucosidase disassemble. It moves. 



In this way, the tumor cell separated from the first lesion invades the blood vessel. It is fransfered to the boiler falling down. It 
penetrates into the base film of the blood vessel endothelial cell. Finally it settles in the organization falling down for the breeding. 



Consequently, the suppression of the metastasis of cancer is very important as one of the tumor treatment. The platelet aggregation 
inhibitor, and the various cancer metastasis suppressor like the matrix metalloendoproteinase inhibitor and attach factor inhibitor had 
been being so far developed as this purpose. Nevertheless, It was not proved that the effective means suppressing the metastasis of 
cancer was provided. 



■Technical Task 

An object of the present invention is to provide the cancer metastasis suppressor which does not have it uses the conventional 
publicly known cliemical treatment drug doing not have any side effect to the active ingredient, and contains the compound showing 
the metastasis of cancer inhibiting activity of the high efficiency and the increased safety, 

■structure & Operation of the Invention 

In the point of view of the secure of the improved safety, these inventors noted of the physiologic activity which was evident with the 
compound which was contained in the plant which could be edible and was naturally generated. In order to find the compound 
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inducing ttie inliibiting activity about ttie metastasis of cancer after the oral administration, researcli and the huge investigation were 
performed. It was widely distributed in the apple, and the various kinds of plants like feeling and times to the result. And'the ursolic 
acid indicated by oral and intravenous administration as the following chemical formula 1 suppressing the metastasis of cancer was 
discovered. It came to the completion of the invention adding the accumulated research after this discovery. 




The present invention relates to the cancer metastasis suppressor containing the ursolic acid and their salt to the active ingredient. 



The ursolic acid can be the form of the pharmaceutically allowable salt like the free acid or the sodium or the potassium salt. 



Preferably the ursolic acid or their salt can be administerd to the adult patient to the daily dose of the range of about 500 mg to oral to 
paranteral to for example, the means like the injection in other words if the daily dose is hoped. 



It is processed to the appropriate mode of administration and it directly can prescribe the ursolic acid or their salt for patient in other 
words. The concrete example of that mode of administration includes the medication pharmaceutical preparation like the general 
powder, granule, refinement, capsule and liquid (syrup inclusion). And this pharmaceutical preparation can be according to 
procedure manufactured. It mixes the additive which is previously used into the ursolic acid. In case of the medication pharmaceutical 
preparation, the usable additive is the element like excipient (example, and the starch and lactose), binder (example, and the 
cellulose and polyvinylpyrrolidone), disintegrant (example, and the carboxvmethyl cellulose), lubricant (example, and the magnesium 
stearate), same coating material (example, and the hydroxyethyl cellulose), flavor, coloring agent, preserver and emulsifier or the 
component which is formerly. 



The ursolic acid belongs to the triterpene kind indicated as the chemical formula 1 illustrated as described above. And it has the 
exceedingly reduced toxicity. And the disadvantageous influence does not reach the breeding of the culture cell to vitro. And it safely 
can prescribe for patient as if it is confirmed as the fact used as the emulsifier of drug or the food use. 



The ursolic acid shows the satisfactory metastasis of cancer inhibiting activity. And this is proved from the experimental example 
vWiich hereinafter it illustrates. And this has to the melanocarcinoma, fibroid, esophageal cancer, skin cancer, stomach cancer, lung 
cancer, small intestine and cancer of the colon, the pancreatic cancer, the wool tumor not only the various arm like the breast cancer 
and bladder cancer, the brain tumor, and the cancer metastasis suppressor about the malignant tumor like the lymph node tumor and 

leukemia. 



The present invention provides the new medicine in which the side effect is reduced of type to patient to oral to the cancer metastasis 
suppressor having the low toxicity which can be injected to the injection in other words. The medicine contributes to the 
medicamentous therapy and pharmaceutical industry of tumor. 



In order to concretely illustrate present invention, hereinafter, the embodiment is described. 



Experimental example 1 



The effect of the ursolic acid about the breeding of the culture cell. 



(a) Experimental method. 



The human normal fibroblast at the colloidal suspension and B16 F10 melanocarcinoma (5 x 10. ''After the cell) did during being the 
ceil) of canine 2, it did under the presence of the ursolic acid of 0,1 g M and 1 p M and member. After cell was put upon another, the 
number was counted and the effect of the ursolic acid about the cell proliferation was measured. 



(b) Experimental result. 



In the experimental result shown for the table 1 is the concentration of the , 1 p M and 0.1 p M, it shows that any influence the ursolic 
acid does not reach the breeding of the melanoma cell. 
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f'^^ (%) 






0.1 B M 
1 p M 


101.3 
99.5 


98.4 
117.7 



Main part: it sfiows in terms of the rate processing the ursolic acid about the number of proliferated cell which the breeding ratio (%) 
does not process the ursolic acid of the proliferated cell number. 

Embodiment 1. 

The pharmaceutical preparation for the cancer metastasis restraint manufactures according to below formulation. 
Medication formulation. 

Ursoiic acid 300 mg. 
Naphthalene 50 mg. 

It becomes with the purified water total 10 ml this. 

Injection solution, 
Ursolic acid 250 mg. 

It becomes with the sesame seed oil total 5 ml this. 

Embodiment 2, 

The experiment about the cancer metastasis restraint of the melanocarcinoma at mouse, 
(a) Experimental method. 

The rolloid u ten rn of the B1 h flO rr Ign t n pi t II c < d i then^Ti n r cc i tim Id head within vein. 

The numb i fie ion on ni tenrg tt" nl prp| r r i p r Ir li ini I im 1 thr i ih ir n e after the 

iniection 0 lie m hnma 111 tie rc oayri I in on ii i I nieclion lUtnn I II e oi d \ rti perlneii animal, 
and takes out ihe lunas lor 14 day, and transfers in each group in the iunas with settlement are irradiated. It was indioatea as the 
following chemical formula 2 having tne methyl radical of 29 location which was the ursolic acia and the different location. And the 
same expenmeni was performed to the oleanolic acid belonging to the same s nng triterpene. 




{b) Experimental result. 

The experimental result showed in the table 2, The transition showed up according to that within the abdominal cavity after the oral 
administration to remarl<ably reduce the transition of the melanoma cell at the lungs in comparision with the control group which did not 

process ursolic aoia. 

In till mc irt r n tht o' itioli ic d is the amount of administration of 300 mg,/kg, the tridal range, and the suppression noting of the 

metastasis of cancer are not shown. 
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^0^^ (mg/kg) 












0 




100 




66.2 ** 




100 




58.7 * 




300 




14.5 



Main part: significance test, 
* P < 0.10 about - control group. 
** The p < 0.05 about - control group. 
■ Effects of the Invention 

The present invention is to provide the cancer metastasis suppressor which does not have any side effect to the active ingredient 
which does not have in case of the conventional publicly known chemotherapy, and contains the compound having the metastasis of 
cancer inhibiting activity of the high efficiency and the increased safety. 

Scope of Claims 
■Claim 1: 

The cancer metastasis suppressor including the ursolic acid or their salt to the active ingredient. 
■Claim 2: 

The cancer metastasis suppressor of claim 1 , wherein it has the oral administration or scanning as purpose. 

■Claim 3: 

The cancer metastasis suppressor of claim 2, wherein 1 daily medication amount in the adult patient is the range of 10 mg - 3,000 mg, 
Drawing 
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